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International application No. 

PCT/US 00/00942 


International filing date (day/month/year) 

14/01/2000 


(Earliest) Priority Date (day/month/year) 

14/01/1999 


Applicant 

AMYLIN PHARMACEUTICALS, INC. 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 



This International Search Report consists of a total of 4 sheets. 

[X| It is also accompanied by a copy of each prior art document cited in this report. 



1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

I I contained in the international application in written form. 

I I filed together with the international application in computer readable form. 

PT] furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readble form. 

I X I the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

nn the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

2. [X] Certain claims were found unsearcliabie (See Box t). 

3. Unity of Invention Is lacking (see Box II). 

4. With regard to the title, 

Pn the text is approved as submitted by the applicant. 

I I the text has been established by this Authority to read as follows: 



With regard to the abstract, 

[Xj the text is approved as submitted by the applicant. 

I I the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
' — ' within one month from the date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. 



I I as suggested by the applicant. [X| None of the figures. 

I I because the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 



Form PCT/ISA/2iO (first sheet) (July 1998) 



INTEmLATIONAL SEARCH REPORT 



MATTE^^ 



|ional Application No 

00/00942 



A. CLASSIFICATION OF SUBJECT MATTEH^ , , 

IPC 7 A61K38/22 A61K47/48 A61P5/48 A61P17/00 A61P35/00 
//C07K14/575 

According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 

EPO-Internal , STRAND, WPI Data, PAJ, BIOSIS, MEDLINE, CANCERLIT, CHEM ABS Data, 
EMBASE, SCISEARCH 



C. DOCUMEhfTS CONSIDERED TO BE RELEVAhfT 



Category Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



wo 97 46584 A (GOEKE BURKHARD JOHANNES 
;H0FFMANN EIKE (DE); GOEKE RUEDIGER (DE);) 
11 December 1997 (1997-12-11) 
page 1, line 1 -page 3, line 22 
page 10, line 14 -page 11, line 11 

PASSA P ET AL: "MECHANISMS SUPPRESSING 
GLUCAGON SECRETIONS IN GLUCAGONOMAS" 
DIABETOLOGIA, 

vol. 19, no. 3, 1980, page 305 XP000938466 
ISSN: 0012-186X 
the whole document 

-/-- 



1,4-6 

2,3,7,8 

2,3 



Further documents are listed in the continuation of box C. 



0 



Patent family members are listed in annex. 



* Special categories of cited documents : 

"A" document defining the general state of the art which is not 
considered to be of particular relevance 

"E" earlier document but published on or after the international 
filing date 

"L" document which may throw doubts on priority c!aim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 



"T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 

18 August 2000 


Date of mailing of the international search report 

01/09/2000 


Name and mailing address of the ISA 

European Patent Office. P.B. 5818 Patentlaan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70) 340-2040. Tx. 31 651 epo nl. 
Fax: (+31-70) 340-3016 


Authorized officer 

Stein, A 
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INTERNATIONAL JOURNAL OF HEMATOLOGY, 

vol. 68, no. 1, July 1998 (1998-07), pages 

1-18, XP000938448 

cited in the application 

the whole document 

US 5 424 286 A (ENG JOHN) 
13 June 1995 (1995-06-13) 
cited in the application 
the whole document 

WO 98 05351 A (YOUNG ANDREW A ;AMYLIN 
PHARMACEUTICALS INC (US); BEELEY NIGEL 
ROBE) 12 February 1998 (1998-02-12) 
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See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Fomn PCT/IPEA/416) 


International appticatton No. 
PCT/USOO/00942 


International filing date (day/month/year) 
14/01/2000 


Priority date (day/month/year) 
14/01/1999 


International Patent Classification (IPC) or national classification and IPC 
A61K38/00 


Applicant 

AMYLIN PHARMACEUTICALS, INC. et al. 



1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 7 sheets, including this cover sheet. 

□ This report Is also accompanied by ANNEXES, I.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following Items: 



I Kl Basis of the report 



Reasoned statement under Article 35(2) with regard to novelty. Inventive step or industrial applicability; 
citations and explanations suporting such statement 

Certain documents cited 

Certain defects in the international application 
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Date of submission of the demand 



08/08/2000 



Date of completion of this report 
05.04.2001 



Name and mailing address of the intemational 
preliminary examining authority: 
European Patent Office 

D-80298 Munich 
Tel. +49 89 2399 - 0 Tx: 523656 epmu d 

Fax: -f49 89 2399 - 4465 



Authorized officer 
Perez, F 

Telephone No. +49 89 2399 7338 




Fomn PCT/IPEA/409 (cover sheet) (January 1994) 





INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/USOO/00942 



I. Basis fth r p rt 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70.17)): 
Description, pages: 

1 -67 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 



□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was earned out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable fomri. 

□ furnished subsequently to this Authority in written fomri. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been fumished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 



Claims, No.: 



1-8 



as originally filed 



Drawings, sheets: 



1/26-26/26 



as originally filed 



Form PCT/IPEA/409 (Boxes l-VIII, Sheet 1) (July 1998) 



r 




INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/USOO/00942 



□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
H claims Nos. 1-8 (lA). 

because: 

H the said international application, or the said claims Nos. 1-8 (industrial applicability) relate to the following 
subject matter which does not require an international preliminary examination {specif]^: 
see separate sheet 

□ the description, claims or drawings (indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed {specif}^'. 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful intemational preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and xplanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 2-3. 7-8 
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No: 



Claims 



1,4-6 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



1-8 



Industrial applicability (lA) Yes: 

No: 



Claims 
Claims 



1 -8 see separate sheet 



2. Citations and explanations 
see separate sheet 

VII- Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 
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Re item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1 . Claims 1-8 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be fomnulated with respect 
to the industrial applicability of the subject-matter of these claims (Article 34.4(a)(1) PCT). 

Re Item V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

2. Reference Is made to the followina documents: 

D1: WO 97 46584 A (GOEKE BURKHARD JOHANNES ;HOFFMANN EIKE (DE); GOEKE 
RUEDIGER (DE);) 1 1 December 1997. 

D2: PASSA P ET AL. DIABETOLOGIA, vol. 19, no. 3, 1980, page 305. 

D3: FRANCIS GE ET AL. INTERNATIONAL JOURNAL OF HEMATOLOGY, vol. 68, no. 

1, July 1998 (1998-07), pages 1-18. 

D4: US-A-5 424 286 (ENG JOHN) 13 June 1995 (1995-06-13). 

D5: WO 98 05351 A (YOUNG ANDREW A ;AMYLIN PHARMACEUTICALS INC (US); 
BEELEY NIGEL ROBE) 12 February 1998. 

3. Novelty (Articles 33.1 and 33.2 PCT) 

D1 discloses that exendin analog, and particularly exendin-3 and exendin-4 inhibit the 
liberation of glucagon in human (page 10 line 14 - page 1 1 line 11). Therefore, claims 1, 
4-6 lack novelty. 

Claims 2-3 and 7-8 are restricted to specific conditions or to the use of specific compounds 
which are not disclosed in the prior art. Hence claims 2-3, 7-8 are novel. 

4. Inventive Step (Articles 33.1 and 33.3 PCT) 

The present application relate to methods for lowering glucagon level using exendin or 
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analogs, in particular to treat necrolytic migratory erythema and glucagonoma. 

D2 which is considered to be the closest prior art suggests to treat glucogonomas and 
necrolytic migratory erythema using somatostatin to reduce glucagon synthesis. 

The technical problem to be solved by the present application is therefore to find 
alternative compounds to treat glucogonomas and necrolytic migratory erythema by 
reducing glucagon level. 

The solution proposed in the present application consist in using exendin or exendin 
analogs. 

D1 discloses that exendin has the property of reducing glucagon secretion. It would be 
obvious to the person skilled in the art, namely when the same result is to be achieved 
(reducing glucagon level), to use exendin analog with corresponding effect to the use of 
somatostatin according to document D2, thereby arriving to the solution proposed in this 
application. Moreover the use of PEGylated compounds does not seems to bring any 
unexpected advantage as D3 discloses the advantages of PEGylation of therapeutics 
peptides. 

The subject-matter of claims 1-8 does therefore not involve an inventive step (Article 33(3) 
PCT). 

5. Industrial aoDlicabilitv (Articles 33.1 and 33.4 PCT) 

For the assessment of the present claims 1-8 on the question whether they are industrially 
applicable, no unified criteria exist in the PCT Contracting States. The patentability can 
also be dependent upon the formulation of the claims. The EPO, for example, does not 
recognize as industrially applicable the subject-matter of claims to the use of a compound 
in medical treatment, but may allow, however, claims to a known compound for first use 
in medical treatment and the use of such a compound for the manufacture of a 
medicament for a new medical treatment. 

Re It m VII 

C rtain d facts in the int rnational application 
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6. Contrary to the requirements of Rule 5.1(a)(ii) PCX, the relevant background art 
disclosed in the documents D1 and D2 is not mentioned in the description, nor are these 
documents identified therein. 
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(54) Title: METHODS FOR GLUCAGON SUPPRESSION 

(57) Abstract: Methods for use of an exendin. an exendin agonist, or a modified exendin or exendin agonist liaving an exendin or 
exendin agonist linked to one or more polyethylene glycol polymers, for example, for lowering glucagon levels and/or suppressing 
glucagon secretion in a subject are provided. These methods are useful in treating hyperglucagonemia and other conditions that 
vi'ould be benefited by lowering plasma glucagon or suppressing glucagon secretion. 
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